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LI: Entry 24 of 47 



File: USPT 



Jun 6, 



2000 



DOCUMENT- IDENTIFIER: US 6071272 A 

TITLE: Method for treating erectile dysf unctionality 
Brief Summary Text (24) : 

The pharmacological agents which are suitable for the treatment of erectile 
dysf unctionality and which may be employed with the present invention include, but 
are not limited to, vasodilators such as prostaglandin El or E0, phosphodiesterase 
inhibitors, nitric oxide donors or precursors such as L-arginine, potassium channel 
activators, alpha-adrenergic antagonists such as phentolamine, calcium channel 
blockers, antidepressants, smooth muscle relaxants such as papaverine, atropine, 
and Maxi-K-t- channel openers or gene products. 
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Ll: Entry 27 of 47 



File: USPT 



Jan 14, 1997 



DOCUMENT- IDENTIFIER: US 5594032 A 

TITLE: Amelioration of human erectile dysfunction by treatment with iNOS, inducers 
of iNOS or iNOS cDNA 



Detailed Description Text (10) : 

Treatment with a sub-optimal dose of the nitric oxide synthase inhibitor N-nitro-L- 
arqinine methyl ester (L-NAME) subsequent to treatment with the inducer 
significantly reduced the observed erectile response. This data demonstrates that 
the inducer treatment's mechanism is via the NOS cascade. That the inducer 
treatment works by induction of nitric oxide synthase is. further demonstrated by 
data that the penile tissue homogenates of rats treated with inducers of iNOS 
showed increased NOS activity relative to untreated controls and by histochemical 
detection of NOS activity in penile tissue sections. 
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ART-UNIT: 1614 

PRIMARY -EXAMINER: Reamer; James H 

ATTY- AGENT -FIRM: Hunter; Tom Quine Intellectual Property Law Group, P.C. 
ABSTRACT : 

This invention pertains to the discovery that L-arginine and type V 
phosphodiesterases act synergistically to inhibit vasospasm and/or to induce 
vasodilation. Methods are provided using combinations of L-arginine and type V 
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phosphodiesterase inhibitors in the treatment of cardiac pathologies and/or the 
treatment of erectile dysfunction. 

44 Claims, 21 Drawing figures 
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Cooper et al., "Transdermal Delivery of Drugs", vol. II, editors Kydonieus and 
Berner, CRC Press, Inc., Boca Raton, FL, 1987, pp. 57-52. (Library of Congress Card 
No. 86-2585) . 

ART-UNIT: 1617 

PRIMARY -EXAMINER: Criares; Theodore J. 
ATT Y- AGENT -FIRM: Lorusso & Loud 

ABSTRACT : 

The use of orally administered L-arginine in conjunction with a topical preparation 
for producing enhanced blood flow in tissue thus causing beneficial effects such as 
warming cold tissue of the hands and feet, promoting hair growth on bald scalp 
tissue, promoting healing of superficial Ilcers such as leg ulcers in persons with 
diabetes, and overcoming male erectile failure (impotence) is disclosed. 
Specifically, use of orally administered L-arginine in conjunction with this is 
topical preparation provides local delivery of the amino acid L-arginine, an 
important biological precursor to the main substance which is responsible for 
relaxation of blood vessels permitting enhancement of blood flow. In the preferred 
embodiments, the L-arginine is provided so that it can be topically applied to the 
cold tissue. The preparation also contains an agent which aids in the transfer of 
L-arginine into the tissue. In the preferred embodiments this agent overcomes the 
resistance to transfer caused by the high charge density of L-arginine . In the 
preferred embodiments this means is high ionic strength created by addition of 
sodium chloride. This preparation, when topically applied to cold tissue, warming 
begins within 10 to 45 minutes and is sustained for periods as long as 2 to 18 
hours. Further this preparation when applied nightly to bald scalp tissue-for a 
period of time causes substantial growth of hair on the bald scalp, causes the 
healing of superficial ulcers such as leg ulcers and overcomes impotence. 

10 Claims, 0 Drawing figures 
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ATT Y- AGENT -FIRM: Law Office of Royal W. Craig 
ABSTRACT : 

A composition and method for treating circulatory conditions by promoting systemic 
vascular relaxation and dilation. Exemplary circulatory conditions are disclosed 
and include wound healing and/or reduction of hypertension. The composition is a 
natural combination of L-arginine, ginseng and Zizyphi fructus in an orally or 
topically administered dosage. The combination works synergistically to synthesize 
NO and thereby promote systemic vascular relaxation and dilation. The mechanism 
works in the wound compartment to promote and sustain the wound healing process. 
Likewise, the combined constituents, when administered orally or topically in 
proper concentration, work to maintain a critical threshold level of NO in areas 
that cannot themselves produce it, thereby promoting systemic vascular relaxation 
and dilation in order to reduce hypertension. 

20 Claims, 1 Drawing figures 
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File: USPT 



Nov 27, 2001 



DOCUMENT- IDENTIFIER: US 6323211 Bl 

TITLE: Compositions and methods for treating sexual dysfunctions 
Brief Summary Text (33) : 

The compounds of the present invention can be administered orally, bucally, 
parenterally, topically or rectally in dosage unit formulations containing 
conventional nontoxic pharmaceutically acceptable carriers, adjuvants, and 
vehicles, as desired. Preferably, the compounds and/or compositions are 
administered orally. 

Detailed Description Text (5) : 

A comparative Phase II double blind with double placebo, randomized and controlled 
single-center study was conducted to determine the efficacy of yohimbine 
hydrochloride and L-arginine glutamate for the treatment of male sexual 
dysfunction. Forty eight patients suffering from erectile dysfunction for at least 
3 months were identified by a hospital's urology department. The initial evaluation 
of each patient included a physical examination and a questionnaire -derived sexual 
history. The questionnaire was self -administered, and the validated International 
Index of Erectile Function (IIEF) was used to measure the attributes. The median 
age of the patients was 57 years and none of the patients had any known sensitivity 
to either yohimbine or L-arginine . The patients were divided into 6 groups of 8 
patients each. The overall composition of each group was as closely matched as 
possible . 
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File: USPT 



Jul 24, 2001 



DOCUMENT- IDENTIFIER: US 6265420 Bl 

TITLE: Use of nitric oxide scavengers to treat side effects caused by therapeutic 
administration of sources of nitric oxide 

Detailed Description Text (10) : 

A therapeutic "nitric oxide enhancer" is a therapeutic agent that does not release 
nitric oxide, but interferes with nitric oxide-related metabolic pathways, thereby 
indirectly enhancing the levels of nitric oxide in the body. Selective inhibitors 
of monophosphate (cGMP) -specif ic phosphodiesterase type 5, the enzyme that breaks 
down cGMP, are a category of nitric oxide enhancers used to induce smooth muscle 
relaxation and inflow of blood to the corpus cavernosum, resulting in penile 
erection. One such therapeutic agent administered in treatment of sexual 
dysfunction, is sildenafil citrate (Viagra. RTM. , Pfizer Corporation). Although 
effective for the treatment of erectile dysfunction, sildenafil citrate has 
undesirable side effects, such as headache, hypotension and dyspepsia, particularly 
when used by patients taking another nitric oxide source, such as an organic 
nitrate drug. Other conditions treated by nitric oxide enhancers include impotence, 
angina and congestive heart failure, acute respiratory distress syndrome, and the 
like. Additional examples of nitric oxide enhancers whose undesirable side effects 
can be treated by the invention method include acetylcholine, heparin, calcium ion, 
arginine, and the like, and combinations of two or more thereof. 

Detailed Description Text (59) : 

The nitric oxide source and the nitric oxide scavenger in the invention 
formulations and/or kits can be independently contained within a suitable vehicle 
rendering said formulation amenable to oral delivery, transdermal delivery, 
intravenous delivery, intramuscular delivery, topical delivery, nasal delivery, and 
the like. 
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DOCUMENT- IDENTIFIER: US 6207713 Bl 

TITLE: Topical and oral delivery of arginine to cause beneficial effects 
Abstract Text (1) : 

The use of orally administered L-arginine in conjunction with a topical preparation 
for producing enhanced blood flow in tissue thus causing beneficial effects such as 
warming cold tissue of the hands and feet, promoting hair growth on scalp tissue 
lacking sufficient hair, promoting healing of superficial ulcers such as leg ulcers 
in persons with diabetes, and overcoming male erectile failure (impotence) is 
disclosed. Specifically, use of orally administered L-arginine in conjunction with 
this is topical preparation provides local delivery of the amino acid L-arginine, 
an important biological precursor to the main substance which is responsible for 
relaxation of blood vessels permitting enhancement of blood flow. In the preferred 
embodiments, the L-arginine is provided so that it can be topically applied to the 
cold tissue. The preparation also contains an agent which aids in the transfer of 
L-arginine into the tissue. In the preferred embodiments this agent overcomes the 
resistance to transfer caused by the high charge density of L-arginine . In the 
preferred embodiments this means is high ionic strength created by addition of 
sodium chloride. This preparation, when topically applied to cold tissue, warming 
begins within 10 to 45 minutes and is sustained for periods as long as 2 to 18 
hours. Further this preparation when applied nightly to scalp tissue lacking 
sufficient hair for a period of time causes substantial growth of hair on the scalp 
lacking sufficient hair, causes the healing of superficial ulcers such as leg 
ulcers and overcomes impotence. 

Brief Summary Text (3) : 

This invention relates to the use of L-arginine orally alone or in conjunction with 
topical application of a cream, gel, or other vehicle which contains substances 
such as L-arginine which delivers these substances into tissue for the purpose of 
producing beneficial effects such as warming of cold or cool tissues, growth of 
hair on the scalp, healing of leg ulcers secondary to diabetes or confinement to 
bed, relief of impotence, as well as beneficial effects through restoration of 
natural mechanisms based on improvement of local blood supply. 

Brief Summary Text (5) : 

Approaches to improving local blood flow have been many and consist of both 
systemic and topical approaches. Many beneficial effects could be obtained should 
improvement in local blood flow be achieved since impairment of local blood flow 
causes a variety of negative conseguences . Among these are cold hands and feet, 
lack of sufficient hair on the scalp, leg ulcers, certain forms of impotence, as 
well as a variety of other things. Approaches to warming cold tissue including cold 
hands, fingers, feet and toes constitute one section of the prior art. Many persons 
suffer from cold hands, feet or other body parts. This is often caused by 
insufficient blood flow in the cold tissue. Previously cold hands or feet have been 
treated by wearing warm socks or gloves, sometimes even socks or gloves which are 
mechanically heated. The use of hot packs and glove or shoe inserts which generate 
heat through chemical reactions has also been a potential solution. Certain 
liniments which are essentially irritants, such as those containing the red pepper 
derived substance, capsicum fall into this category. More recently, topical creams 
containing nitroglycerine have been used. See H. Natsuda et al . , Ryumachi 34, 849 
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(1994) . All of these approaches work at one level or another though are often 
extremely transient in nature. Nitroglycerine creams also have the disadvantage 
that nitroglycerine is a cardioactive drug, raising concerns of effects on the 
heart . 

Brief Summary Text (6) : 

It has been recognized that deficiencies in blood flow in the scalp occur in male 
pattern baldness. See G. Duplechain et al . , J. Lousiana State Med Soc . 146, 7 
(1994); P Klemp et al . , J Invests Dermatol 95, 725 (1989); S Toshitani et al . , J 
Dermatol 17, 240 (1990) . Topical minoxidil has been used as an agent for hair 
growth in male pattern baldness with varying results. Though the suggestion has 
been made that minoxidil operates through increase in the blood supply to the 
scalp, many investigators have failed to show such an effect See E de Boer et al . , 
Acta Dermato-Venereoligica 68, 271 (1988); C Bunker et al . , British J Derm 117, 668 

(1987) . 

Brief Summary Text (9) : 

It has long been recognized that impaired blood flow to the penis is a major cause 
of erectile failure (impotence) in men. See A Moradian et al . Am J. Med 85, 748, 

(1988) ; T Hwang et al . J Formosan Med Assoc 89, 992(1990) . Further it has been 
recognized by using isolated tissue in vitro and in animal experiments that nitric 
oxide is an important mediator of relaxation of the vessels in penile cavernous 
tissue. See H Kirkeby et al . Acta Physiol Scand 149, 385 (1993). Topical 
nitroglycerine has been used in the treatment of impotence because of its ability 
to dilate vessels. The results were inconclusive and the treatment not well 
tolerated because of the cardiac response to nitroglycerine. See S Negelev J 
Urology 143, 586 (1990). 

Brief Summary Text (10) : 

It was discovered that topical application of the nitric oxide precursor, L- 
arginine, in its various forms including orally alone or in conjunction with a 
variety of topical preparations, either by themselves or with other agents to aid 
in penetration such as a high ionic strength environment, neutralization of its 
charge in a complex or by other means, or included in a liposome or other 
biological carrier, when administered to cold or cool tissue causes a substantial 
and prolonged warming effect in the tissue, grow hair on hair-depleted scalp, 
facilitate healing of superficial ulcers such as leg ulcers and overcome impotence 
in many subjects. 

Brief Summary Text (18) : 

In preferred embodiments, the oral delivery vehicles are capsules or tablets 
containing L-arginine used alone or in conjunction with a topical delivery vehicle 
such as a penetrating cream. In the cream the L-arginine is present as L-arginine 
hydrochloride in a concentration sufficient to produce the desired effect and the 
agent which creates the hostile biophysical environment is sodium chloride at a 
concentration sufficient to aid in tissue absorption. 

Brief Summary Text (27) : 

A variety of means for effecting absorption of the active agent from the topical 
cream might be envisioned. One principle behind the absorption of a highly charged 
molecule such as L-arginine into tissue is to either create a biophysically hostile 
environment in the delivery vehicle such that L-arginine would prefer to be in 
tissue, or to package L-arginine in such a way that it is carried into tissue or 
neutralize its charge by derivitization or forming a neutral salt. Examples of 
biophysically hostile environments, include but are not limited to, high ionic 
strength, high or low pH, and highly hydrophobic environments. Examples of 
packaging which would be carried into tissue includes liposomes or emulsions of 
collagen, collagen peptides or other components of skin or basement membrane. 
Examples of neutralization of charge include the salt, arginine glutamate which is 
electronically neutral. 
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CLAIMS : 

4. A method of increasing local blood flow by delivering a nitric oxide releasing 
substance selected from a member of the group consisting of L-arginine, L-arginine 
salts and L-arginine derivatives comprising the step of orally administering to the 
body a delivery vehicle for the substance, said delivery vehicle containing an 
effective amount of the substance and a concentration of ionic salt sufficient to 
create a hostile biophysical environment which causes the substance to migrate from 
said delivery vehicle to the surrounding tissue where it is absorbed in conjunction 
with the step of topically applying a topical delivery vehicle containing an 
effective amount of the substance and a concentration of ionic salt sufficient to 
create a hostile biophysical environment which causes the substance to migrate from 
the vehicle to the selected area of skin where the substance is absorbed by tissue. 

5. The method of claim 4 wherein the topical delivery vehicle is selected from a 
member of the group consisting of topical creams, topical liquids, topical lotions 
and topical ointments. 

6. The method of claim 4 wherein the topical delivery vehicle that is applied to 
the skin is hydrophobic. 

7. The method of claim 4 wherein a transdermal patch containing the topical 
delivery vehicle is applied to the skin. 

8. The method of claim 4 wherein a delivery vehicle that is orally administered 
comprises L-arginine (0.5-30 g/day) , and the topical delivery vehicle that is 
applied to the skin comprises water (20-80% ), mineral oil (3-18%), glyceryl 
stearate (0.5-12%), squalene (0.2-12%), cetyl alcohol (0.1-11%), propylene glycol 
stearate (0.1-11%), wheat germ oil (0.1-6%), glyceryl stearate (0.1-6%), isopropyl 
myristate (0.1-6%), stearyl stearate (0-6%), polysorbate 60 (0.1-50%), propylene 
glycol (0.05-5%), tocopherol acetate (0.05-5%), collagen (0.05-5%), sorbitan 
stearate (0.5-5%), vitamin A&D (0.02-4%), triethanolamine (0.01-4%), methylparaben 
(0.01-4%), aloe vera extract (0.01-4%), imidazolidinyl urea (0.01-4%), 
propylparaben (0.01-4%), bha (0.01-4%), L-arginine hydrocholide (0.25% to 25%), 
sodium chloride (0.25% to 25%), and magnesium chloride (0.25% to 25%). 

9. The method of claim 8 wherein the topical delivery vehicle further comprises 
choline chloride (0.25-25%). 

10. The method of claim 8 wherein the topical delivery vehicle further comprises L- 
arginine glutamate (0.25-25%). 

11. A method of increasing local blood flow by delivering a nitric oxide releasing 
substance selected from a member of the group consisting of L-arginine, L-arginine 
salts and L-arginine derivatives comprising the step of orally administering to the 
body a delivery vehicle for the substance, said delivery vehicle containing an 
effective amount of the substance and a concentration of ionic salt sufficient to 
create a hostile biophysical environment which causes the substance to migrate from 
said delivery vehicle to the surrounding tissue where it is absorbed, in 
conjunction with the step of topically applying a topical delivery vehicle 
containing an effective amount of the substance within a liposome, so that the 
liposome containing the substance migrates from the delivery vehicle into the skin 
where the substance is absorbed by tissue. 
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TITLE: Use of nitric oxide scavengers to treat side effects caused by therapeutic 
administration of sources of nitric oxide 

Detailed Description Text (10) : 

A therapeutic "nitric oxide enhancer" is a therapeutic agent that does not release 
nitric oxide, but interferes with nitric oxide-related metabolic pathways, thereby 
indirectly enhancing the levels of nitric oxide in the body. Selective inhibitors 
of monophosphate (cGMP) -specif ic phosphodiesterase type 5, the enzyme that breaks 
down cGMP, are a category of nitric oxide enhancers used to induce smooth muscle 
relaxation and inflow of blood to the corpus cavernosum, resulting in penile 
erection. One such therapeutic agent administered in treatment of sexual 
dysfunction, is sildenafil citrate (Viagra .RTM. , Pfizer Corporation). Although 
effective for the treatment of erectile dysfunction, sildenafil citrate has 
undesirable side effects, such as headache, hypotension and dyspepsia, particularly 
when used by patients taking another nitric oxide source, such as an organic 
nitrate drug. Other conditions treated by nitric oxide enhancers include impotence, 
angina and congestive heart failure, acute respiratory distress syndrome, and the 
like. Additional examples of nitric oxide enhancers whose undesirable side effects 
can be treated by the invention method include acetylcholine, heparin, calcium ion, 
arginine, and the like, and combinations of two or more thereof. 

Detailed Description Text (59) : 

The nitric oxide source and the nitric oxide scavenger in the invention 
formulations and/or kits can be independently contained within a suitable vehicle 
rendering said formulation amenable to oral delivery, transdermal delivery, 
intravenous delivery, intramuscular delivery, topical delivery, nasal delivery, and 
the like. 
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TITLE: A DELIVERY OF ARGININE TO CAUSE BENEFICIAL EFFECTS 



Abstract Text (1) : 

CHG DATE=19990905 STATUS=0>A delivery vehicle and method for delivering, either 
topically or orally, a nitric oxide releasing substance such as L-arginine 31 into 
human or mammalian tissue for the purpose of producing beneficial effects such as 
the relief of pain, the warming of cold tissues, the growth of hair on the scalp, 
the healing of leg ulcers, the relief of impotence as well as other beneficial 
effects. The delivery vehicle provides a hostile biophysical environment which 
facilitates and promotes the migration of the nitric oxide releasing substance into 
the tissue. 
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